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m m 9 

N- [6-;^h^>'-5- (2-^h^:yyx.y=^iy) -2 - ( 2 - tf U 5 

mm'j>mn9 7/2259 5-^^igtcaB«$nT43U, x> Hizu >etaS^ 

mzMT^ E T - 1 ©f-g^Jfl]$iJ{'^ffi> E T - 1 Bifg'l4®jflL«iRli • #J± t 

a-^ ©MS ^'ffl § d 7j)^^T # § ;i <h /j/^^^Bt ^ nx ^ c 

:$:5gB^#«fT*a^cj:?^;^^OtiJS^Se^i: bX, N- [6-^h^->-5- (2 
h4^5/:7aiy - 2- ( 2 - t: U ^ >?x;i/) - 4 - t: U ^ S^x;i/] -2 

-2 - ( 2 - If U 5 >^~x;u) - 4 - tf u 5 i>^x;n - 2 - 7 alx;^x■T->x;^zh 

nmmm. mmmmmm. ^mmmm. h-mm. m'^m. mM'tmwm. mm 
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ET - 1 (it h'pm^m!^iz^\,^xmm^m^T^:it^m'B-^nT\^^^o m 

(J. Hypertension. 8. 811-817, 1990)o ^Tc. jl^Jl^t^;!/^ LT^Rffl ^nxVi^ V^? 
X^)V^V>mm'ej')l\Z:^\^^X. ET- li)iJi^)U'^^J >\Z^^mm(D first 
phase ^^ZS second phase ^ W ?i § :i <h 7^)^^ # ^ $ tl T !/i ^ 

(Can. J. Physiol. Pharmacol. . 75, 596-600, 1997)o V^T first phase 

^tmnnm(DmmmWHz2:^mm^. second phase \tik&iii:-'AKmz^^mm 
^^5^LTV^§ (Pain, 38, 247-352, 1989)c 

jnz^i^xET- 1 \z^^m^(Dm^izMvxmmi^m^^Lrzo 

- (2 - tiU ^ -4-tf u ^>^n;i/] - 2 -:7a:-;i/X7=->7>;i/4^>T 

mo^^miz^zs-ziK tm^^n^o ttiiimmm^iz^i^xu. ^m^m^m^t 

B^J: f9 3g#i4(D'ttef#^^7;?t^^$n^;^)^^(Semin. , Oncol. , 21, 630-656, 1996). # 

mmmzmmL'X^wm^^m-^^^mnn^. m^Lmm(D^mf^\z{^o^m^^ 

ET - 1 x'>i7X#^IEI^mH^MC3T3-El RZS^ y hmm.'W^^ ^WiX^mL 

(Am. J. Physiol. , 257, E797-E803, 1989 / Biochem. Biophys. Res. Common. , 170(3). 

998-1005, 1990 / Bone, 21 (2), 143-146, 1997)^ 
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MC3T3-E1 (DET- im^mmji^^^Kj^^iz^L^rmmm^^LTzo 

t h tu5i:JS5S*fflflS!^/&^*E T - 1 jg^tE^Wr^ :i i (Nat. Med. , 1 (9), 944- 
949. 1995) :R.IXE T ^^^i^^lfT VX mM^^ ^ (Cancer Res. 56. 663- 

668, 1996), nu^^m-r^miLmmmm'Tnt. ^m^^^m-^r^^^^miLmmm^iz 

it^XM^ET- l?ji^7&^^±#L.TVi^;i<i:(Nal.Med. , 1 (9). 944-949. 1995) 7i?^~ 

mn-^nx^K). zni=>n^tumn:s!.zS2(Di^M^m'^xm^^t. 

mm<Dnm^iz.^^mni-im^<D^miz^9Jix^^:itmi^<^m^n^. ^\z 
:^^BM(Dmm]^^\^m'd.(D$mm5iz^-r^oiz. miLmmm^(Dmm7.n 

*^BJ#^*N- [6-^h^~>-5- (2 h^v:7xy -2 

- (2 - t°u sf/-;!/) - 4 - fcf 'J 5 V— - 2 -:7x-;i/X5^>x;i/4^>T 

^rc. 2^fgBJ#«N- [e-p^h + v-S- (2 h^v-^xy 4^v) -2 

- ( 2 - tf U a ;!-) - 4 - tiu 5e^x;i/] - 2 -:7xx;i.x-x>x;i'^>T 
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mmm. m^b^. mss, <t>MTtBjfii. mmm&Wi^ 

wommmmmmmm.f^^ ; tr)io{-f^ miLmm(Dnm$'\z^:bm'^im^^m 
mmmm.!^m ; Rz:^yx\tmiLmm(Dnm^^zwommmmmmmm.^'^ \zm 

izj^^m'W^m^^WM ; j^xsxx\tmiLmm(D^m^\zi^ommm%m\ •, (Dm. 

iiCD^®N- [6-^b^->-5- (2 h^f>:7a:y -2- ( 2 - tf 

U5>?zi;i/) - 4 - If U 5 - 2 - 7 x::^;i/X^>x;U*>T ^ H ^/c^l 

^(Dm.m^mz^^-^n^m.(Dmm\zm-r^o 

*^c> N- [6-^h4^'>-5- (2 b4^->:7niy4^~» -2 

- ( 2 - H u 5 -4-t:U5>^-;n - 2 - 7x-;^x^>x;^^>7 

tr)t)n. miLum(D^m^\zwomm(Dm%\\:^mzm'r^. ^tz. ^mmt. 

N- [6-p^h + '>-5- (2 -p^ h^v7xy -2- (2-hfU^vX 

miLmm(D'^m^iz^^m-n'\im^(o^myjm\zm't^o 
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- (2 -t: U 5 v:=i;V) - 4 - tf U ^ >^r:;i.] - 2 - y'xn;l/X-T->7v;i/:^>T 

m(Dm.m(D^(DN- ce-^h + v-s - (2-^h + v:7xy^v) - 2- (2 

Sfc> :*:^0J^^. N- [6 - ^ h^zy- 5 - ( 2 - ^ x 7 -2 

- (2 - t: U Sxx;i/) -4-HU^vx;i/] - 2 -7x-;i/X-x>x;l/4^>7 

^jl/^Jl/A^^r-r;!/^^^;!/) -2 (R) - (4 -y< b^^>:7xx;l^) -4 (S) - 

(3. 4-:^^U>i>^^iyyx.=.)l) trnU>^>-3 (R) -:^;i'4^>^] 

:$imm<Dmm(Dmmm6^\t. n- [e-^h^v-s- (2-;^h^v:7xy 

_2- (2-H'jSvx;v) -4-tfU^i^'x;v] -2-'7xX;1/Xt-> 

mmyj^mmd 7/2259 5^i::iBm^nfc4^/j'^^#tf e>n, 

ly^^m. -^nym. u;\^m. y-^-jim. ^-iuym. ?Lm> "j>:3m m^m. 
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^x>m. >^^>7,jv^->m. x^>7.;w*>m^ TXA°^^>m. ^ii^^ym^o^ 
z.n^(Dit^mtmm(Dm^^<ikw^w,2 7/2259 ^n\zmm.^tifzmmz:^ 

\iJV^^)V-t)Vn-7s (HPMC) (DJ^e)7:i|g-&^J ; X-xT U >^-N'^'^-->'^A, 
^itM : ^'j]/^ ^ymxitYT./'^y^yMcD^oUmMW^Ml ; :^Ux5^1/>^' 



6 



wo 01/60370 



PCT/JPOO/07573 



iKD^^fMi^m^^ ^^^zp^mm. mmm. ^nm. ^^itm 

:^-^Bn(Dm<^m^i\:^m(Di^^m\t. ^^)v-h. mmcDmit. i^mim<D^ 
mm^^Mi^xm^ (om^izm\:^xm'^^^^^ri^-^^. m'^mui^^o^m 

(Hi. i^mM(DmM\tm(ommmfmtmm\z^r^\mm^^^'xmmr^^t 
tmm^rz\mm^^^^xmmt^z.tf)^x^^o mx\t. :^^mm(DmMtmm 



wo 01/60370 



PCT/JPOO/07573 



mi\t. :^^;^■7U>^«^C^^T^ET-^CJ;^^i3t^^ffl (a. First Phase. B. 
Second Phase^ C. #M) ^^To 

First Phase, B. Second Phase, C. ??®) ^^"fo 

04^1, -7'^7>'i;^M«mMC3T3-El (D ET-1 fjl^lffliaJMCra-thyamidine 
IgI5«, -7'^;^'t^lfflI^tiilfflSaMC3T3-El O ET-1 M^ilfflflStim (*tB«) l^^t" ^ 

EI 6 \t^^)v^>im^^^ htuiiMMiSPPc-i (7)ET-i tmmmmm\zi(i-r^i\: 

^ ^ H -r ^ is?) CD « ^ ® ^ 

^<b^i|^niN- [6-P^h^x-5- (2-^ h + >--7xy4^v) -2- (2 
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1 







iomg:^j7°-fe;v 


20mg:^yHz;V 


{b'&f^ 1 

m 


2. Omg 
298. Omg 
300. Omg 


lOmg 
290. Omg 
300. Omg 


20. Omg 
280. Omg 

300. Omg 



it^m 1 coimm^ 

20 fi 1 TO;STI^#bfco ^(75iEttcfcDm^-r§ licking43j:t;bitingS^£^cD 

^VTzo ^jW-TU >JS4-ifi^t;?)^b 5 ^fB^®>K^&0#rB^^ first phase, S-^ttlO^ 
40 5^^T30:^rHl<75jR^&B#rB^®/itfh^ second phase t.Vxmm<0¥imtlyrzo 

^fe Licking S^&8#rp^®tf-?Iil^iT-<T 10:00 18:00 (DfnVzn-oTz. 

ET-l ^^t;0. 7% >^W^S*^7K^ 3, 10, 30pmol/paw 

aJssit^i^^TJ^^u,4^;i/-x'>j ymmii^zsmmizM'r^ et-i (T^ti^ti^ffl^^ 

it-^mi (0. 3~3mg/kg)^ Iml/lOOg (D^»T^P?S#b, 60 ^\Z ET- 

1 (lOpmol/paw) ^^tS 0. T^^JUV U >^^^SA:^7j<^*^«SK^I^«^STS^ 
L^^Jl^-TU >^5«*5a;l/#®® ET-l |^fg(Z)i§5Si^fflt::^^-r^{b^4^ i ©jeim^ 
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B^\t^i^m±mmmm-^^hrz. ~mm<DmM^^^\t. Mmou^^ student 

Dunnett (5D#mj:b^{^cfcO pii^^tBbfco i;^ ^%Ur(Dm^^^MtL 

(licking *3j:^-bitingSiiS: first phase) ^^JV^^ U 20 ^111^ 

(second phase) /^■^'IS86^tl7to (HIIA^ lB)o 

^fc, 0. 7%^;WJ >J^?gS4^l-<kl3^^{-??M^"'^^^^^^^ (EllC) o 
4->;U-TU >}§^^^:ET-l(3, 10.30 pmol/paw) ^iWlP#{-^S-^-r ^ first phase, 

second i^h^se i^m^m^mmi^^mzfj^-DrnMiztm^nrcmi A, ib, i 

c). , 

\Y.^m\ (0. 3. 1. Smg/kg, p. 0. ) ET-1 (lOpmol/paw) If ^ (T^^tsJlz-^ U 
(first phase, second phase) SLm?M©iig^f^ffl^^S i-^c (1^ 2 A, 2 

B. 2C)o 

ISI^^!l2 #^IEMMfl^ MC3T3-E1 CO E T - 1 IffSlfflfl^igmtC^^t-^tfllMM^ 

-T-^X-S^IEB^+ilfflia MC3T3-E1 ^fflV^fc (Journal of Cell 
Biology. 96(1). 191-198. 1983) o 
(DlffljlSl^ Ca^MJSriJ^ 

^¥ffiT-e»1] 12 nmX±.^tW\knmzWi\^t:Lo mmz Hank's balanced salt 
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solution(HBSS)(140mM NaCl, 4mM KCl, ImM K^HPO^, ImM MgCl, ImM CaCl„ lOmM 
glucose. 20inM Hepes. pH=7. 4) ^-T Fura 2-AM(4 n M) bX 37t:, 1 P^FpI-T > 

X'^'^^m\ZU'D'^t^^m^^^^l^t^'> Z^}mm.omm\t. 340/380nm 

.^oTlfflBSl^ Ca^^}tS^WtBb/t(J-Biol. Chem. , 260, 3440-3450. 1985) » 

DNA-&^««. [3H]^-^;i,Ufc thymidine cD^i9jA^«=£ra'J^brco *ffllS^ 96 
h PCS 0. n(Di%m^m\^^X l. 5 X lO^cell s/wel 1 (DfiJ-^X^V^T 2 B m 
i^^UfCo -^(>[)m?ti«5^I)^'ET-l ^JnA24Btr.^±^«bfCc |?gl^T±^«^lg^tC[^H- 
inethyl]-thyinidine.0.5 m Ci/well =^mj]Ob 6 P#r.Vt;i/X^-^;i'bfco ^V^T* 

wm^ 0.2% tf^^^oiz sDs ^§?i^^^ip vmm^mm-^^rc'^^ dna ^^r^t-^ffl 

$n^cPH-inetliyl]-thymidine cDifeW?^i4^l?S^>^ I/- a >^ ^ >^ "'^ 

mi^mt.. Cell Counting Kit mimo) mmmm^m^^xmi^^Tc. mm^ 

24^y^,_|.l:: PCS 0. 5%(^iSiiiJ^fflV^T 1. OX lO^cel Is/wel 1 (DfiJ^^TWl^T 1 

24 fZ-fU- h (D^'f^ii^ 200 /X 1 -f-D 96 h ^C^^ b . p^t^IS 405nm. 

^100%<hL> ^ifflfla^iijJD^^^tbb^^c 



^n^^ncD^^i'^v^T, m.mmmtvxii-\ io-'^~io-u it^mi lo-'^- 
m.mm\z^^^x\% et-i 2 ^tti. ^nj^.^i-©^mi^*5v^T^i et-i 2 
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Tco #^^(DET-1 (DECsoM^Sctmb^tl© ICso-fi^i^ Legist ic iHliJi^^t:: J: 0 ^ 
® MC3T3-E1 (D ET-1 mm%mP^ Ca»am±#t3M-r§^l:^#3 1 ©Jfl]$iJ5Ci^ 

^^7.^wmm.mmmT$>^mzu-E\ ic*5iiT,ET-i(io-'^~io-«M)«^^^&i^ 

fi^tCl^fflJiSrt Ca^^t«it^±#^-&^^(I2I3 A). ET-1 (D EC^o^J* 7. 39X IQ-'M 7?^^ 
fPffl^JgS^#fi^J^tfll*'ib/t(B13 B)o it^l^KD ICsoiii^^ 1.02X10-^M Tfeo 

(DMC3T3-E1 0 ET-1 tmmmmmiz^it ^it^^ i (Dtrp$ij?^j^ 

x"j7X#^|ifflia^«ffllS'^2&^ MC3T3-E1 tC^feV^T, ET-1 (lO-'^-lQ-^'M) ra- 
t hym i d i n e (7) IX D k ^ 6^ 11 ± # ^ DN A ^ fig ^ if ^ it ( 
A)oET-l ©EC,oMtt9. UX\0-'m-V$>-orzoi\:^mi (10-'^~10-«M)Ji.ET-l(10-'°M) 
\Z^r) m^-^tirz PH]-thymidine <DW 0 iA^±#f'^ffi ^Vjim{j^#6^ilW^'J b:^c 
(EI4B)o -fb^tlK^ ICso^l^l- 15X10-^MTfeo;^Co 

IWlltl::. WST-1 \Z^^mmm\^mm\Z^^^X%. ET-1(10-'^~10-«M)^^MC3T3- 

Ei (Dmm^^mmi^m'^izmM\z±^^^rzm5A). et-i © ec^oM^ 2. 2ox 

10-"M Ta5ofco -fb-^^l (10-"~10-^M)t^, ET-l(10-Wtc:i;Dlllf€$n/c*fflMm 

±^i^m^mm^^mzmMhrzm5B). it^micD ic^om^ 9. 54xio-^m t 
ffl$lJI^I^ (1) 
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mm\z\-±^)v^>i¥ik^^\i hmiLBmmmm-v^^ ppc-i ^m^^tc 

(International Journal of Cancer, 44, 898-903, 1989) c 
© PPC-1 IfflMmiC^T^ ET-1 (D'f^ffl*5ckm^^^{^J:^^iW$iJ?i)^©^W 

thymidine (DWD^T^^^m^MmLTzo IffllS^ 96 7X^1/- hi:: PCS M^Un^t^M^ 
fflV^T IxlO^cel Is/well ©fiJ^T^V^T 5 SfBlt^ftUfc. ^(D'^mitRZS 
^■bUX 24B#rp1ig«bfco^ViT±§*li^'+'l;iPH-inethyl]-thy]nidine. 0. 5 u Ci/well 

§^jnb 6 B#r^iA°;vx^^;vbfc:o ^v^t»?^)0^ o. 2 ^^/^cC^cfc-5(c sdsmw. 

:$imm\Z^i^X. mnmm t ET-\ IO-'^-IO-^MCIO ^gl:k). 'fl::^#Il lO-" 

Vfzo it-^m 1 (D K.^mt logistic [Elij§^{Cc}; D^t±}b;^Co 

ET-l (10-'^~10-« M) lt-aSfe#Wl3 PH]-thymidine 0?Xi9 3A^Sr±#$-ti:> 
ISigmf£jif^ffl^^b/co ET-l (D{^fflmO-^MJ^A±TW^T$.o/t<, 
i\:^<^^l (10-'°~3X10-«M)« ET-l(10-«M)Tl^fg$n^ PPC-1 lEI^t^mffiit^rtit 
^WmzmmL. ICsoffllSZS ± 9. S nMTab-c^^c (1216 B)c -fb-^if^ 1 CDjIp$iJ{tffl 
« ZX\0-'% U±X^MX$)-DrZo 
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umm4 hmiLmmmm<DET- itmmmmm\zn-r^ 

mmum. (2) 

^m\z\t^^)\^'E>i¥^^^}ihmi.mmmmwx'$>^ ppc-i sfflv^fc 

(International Journal of Cancer. 44, 898-903, 1989) o 

(DET-1 \z^^mmRj^-^^n^^^^''Z^^ et-i m^i^mmm^(Dmm 

mmm-i^ aUmar blue (DUmmm^m^^XWl^l^Tzo 2A\ie\\ y'u-hizmm 

^ 2xio^ceiis/weii ^#jA^> mmWimm^ ¥cs imi}U(D^m\z^mvx-^ ^\z 
24mmmmi^rz. ^(DwrnmRiSEi-i ^(io-"~io-^M)mtpb, umr^^^rnvtzo 

mmcDM^^Mlt bOO u. \ tV. mmM^lZ aUmarblue ^ 50 /x 1 mul' i^m 
^ ->3 >bfe. Kj5t;^m 24well 'fU-h(D^:r:^^*bKJt^W.^ 100 u 1 

MXb, 96well •T'l/.-h^C^^b^O^A, (i^S 405nin, 650nm) 

^Bs^ibT^^^io^uferiy^ii^ ioo«i:b, mm^ 
it^m(Dwm^:Am<Dmpnzit. it^mi^io-' — \o-'u(Dmnmmx. et-i ^ 

io-'M?mjp 30 ^^tutC^Jnbfco 
ET-1 ^jJPt^ift^iC^bfcc 

(IS:^) 

m2\Z^-r^o\Z. ET-1 10-"M 70^6 ET-1 (C<J;^PPC-1 (DilfflJiSli?it{^ffl7&^'m 



2 



ET-1 (M) 


mmmm (%) 


0(^M) 


100. 0 


10-" 


119. 6 


10-10 


122. 3 


10-^ 


• 124. 0 


io-« 


115. 3 


10-' 


119. 3 
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(n=7) 



3 



ET-1 


it-^m 1 








100. 0 


lO-'M 


0 


110. 5 




lO-'M 


■ 99. 2 




lO-'M 


98. 1 



(n=7) 



mm: 2. 4, 10, 2 0, 6 0, 1 2 0 RtJ^^ 2 4 0 m g / 0 (10 1X^*2 0 
: 4mm (2 8 0) 

omiimm^tfim (psa) 

(^0;^nTVAS (visual analogue scale) (D^il^/il*^^^ 
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SA^^H^ii. 2^(DF SA^mn^^fZo ^fb'&tl 1 1 8 ^4" 1 1 

\zt^^Wi3o^. imm^ iB#rB^3 05a\ 2mm^ smm^ 4mm. emr^^ s 
mm. 12mm. 24mm. 3 6mm:sLzS4 8mmo^mf^.'v^/^v>')^^^ 

ABT-627 ^2 0 m st^^^ tit^X m I li^^SiZSm I 8 ^Si^VMi^^b)^. 



4 





AUG 
(ng • h/ml) 


C max 
(ng/ml) 


T max 
(h) 


T 1/2 

(h) 


jb'&if^ 1 10 mg 


14700 


1000 


2 


13 


ABT-627 20 mg 


*802 


*93.5 


*0.6 


*28.4 


it-^^^X (lOmg) /ABT-627 (2 Omg) 


18 


11 







*)6'*' Inernational Conference on Endothelin, Oct 10-13, 1999, abstract No. 219 
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(Dmmm^ ^3\^m^r^t7i}^^^nrzo\ih m±mmmm.mo et-i m±m m 

-r^#^^«*5^+ Pg/ml 10''cells/24hr (D ET-1 ^ 7:>^*fB^ $ nT ^ 
(Nat. Med., 1 (9). 944-949. 1995)o :i ©it^ttl^ 1 X lO-'M (C^yt D . Um^\2(Dm 

^ ABT-627 1/2 A U C 1 8 <hil< > 'fb^tl 1 ©^PJS^Bt®^ 

^T§*»'I4 (Kiiii) Ji^b'&tllT^^^O. 697nM(W097/22595). ABT-627 
0. 48nM(J. Pharmacol. Exp. Ther. . 276, 473-481, m^) hmmmx^^t^. 
1 \^ ABT-627 J; D feffinfc^P^i^^iibT^^^n^c 

627 (Proceedings of ASCO, Vol. 19. 1314, 2000)© 1 / 5 D . 1 «tu 
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if ® ^ IS 

1. N- [Q-^h^i^- 5 - (2 h^^>:7xy^'» -2- (2-tfU5 

3. N- [6-p^h^v-5- (2 h^v'7xy^>') -2- ( 2 - tf U ^ 

4. N- [6-^h^'>-5- (2 -P^ F^i^:7xy^^-» -2- ( 2 - tf U 5 

- 4 - ti.U a>>^:^;H - 2 -:7xX;i/X5^>x;i/:^>T5 FX«-^ 

5. N- [6-P^h^'>-5- (2-^ h4->':7xy=^^v) -2- ( 2 - tf U S 

--;^) - 4 - h: u 5 v^x;i/] - 2 - :7x-;i/x-T->7N;i-^>Ta FXJi-^ 

N- [6-^h^i/-5- (2 F=^'>:7xy^v) -2- ( 2 - tf U ^ 

>^x;i/) - 4 - hi°U 5 xx;i/] - 2 -■7xx;i/x-x>x;P4^>7 5 HX^i^ 

7. N- [6-;^h^e/-5- (2 h + i^:7xy ^v) -2- ( 2 - t: U ^ 

- 4 - tf U 5 >^x;i/] - 2 -7xx;1/Xt->7n;1/*>7^ F^^^c^i 

8 . miLmmf}^^^)\^'ty$mm±mvLmm-v^^tm(Dmm ? lE^^^iiiiBSi^m 
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9. N- [6 -;>^ h^'>- 5 - (2 -p^ h^->:7xy^-» -2- (2-tfU^ 
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m 1 

A: First Phase 



150 



100 



m 50 



C: Paw Edema 



B: Second Phase 




rn control 

□ ET-1 3pmol/paw 

I ET-1 lOpmol/paw 

■ ET-1 30pmo I/paw 



(n=12) 



*F<0.05, **F<0.01, ***P<0.001, significantly different from control (One-way ANOVA 
followed by Dunnetf s Multiple Range test) 




B: Second Phase 



I 



C: Paw Edema 




■ ^ 



200 - 

s5 150 - 
i ^ 

;z 100 - 


## 










T 










T 








Licking 

cn 

1 1 


■ 









□ Control (n=13) 

H ET-1 lOpmol/paw (n=13) 

■ ET-1 + {b^i^l 0. 3mg/kg p. o. (n=13) 

□ ET-1 + it'^^^ Img/kg P.O. (n=13) 

■ ET-1 + ^b^?*l1 3tng/kg P.O. (n=14) 



*P<0.05, *^F<0,01,***P<0.001, significantly different from control (Un paired t- test). 
*P<0.05, **P<0.01, ***P<0.001, significantly different from ET-1 (One-way ANOVA 
followed by Dunnett's Multiple Range test) . 
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m4 




-13-12-11-10-9 -8 -7 -6 0 -12-11-10-9 -8 -7 -6 



Agonist Cone, (log M) -(k^ifell (log M) 

*; P<0.05, **; P<0.01, ***; P<0.001 vs P<0.001 vs ET-1 (0.1 nM) values by 

corresponding Cont. values Dunnett multiple range test 
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A B 




Agonist Cone, (log M) Ib^l^l (log M) 

**; P<0.001 vs corresponding Cont. values ##; P<0.01 vs ET-1 (1 nM) values by 

Dunnett multiple range test. 



EI 6 

A 



O 

o o 

o ^ 

c c 

a> 8 

c Z, 

^ o 

Ed 



200 

180- 
160- 
140- 
120- 
100- 



C_ 80 



ET-1 




B 



200 



|f 160 
~ o 



_ ^ 140- 

.E M- 

1 5S 120 
K 100 

■ 



-1 1 1 1 1 1 1 1 

13 12 11 10 9 8 7 6 

Agonist Concentration 
(-log M) 

*; P<0.05, **; P<0.01 vs corresponding Cont. 
values by Dunnett multiple range test (n=6) 



80 



-e- ET-1 10-«»M 




10 



-T" 

9 



—\ 1 — 

8 7 
(-log M) 



6 



*; P<0.05, **; P<0.01 vs ET-1 (10 nM) 
values by Dunnett multiple range test (n=6) 
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